Abstract
Epicardium is the outmost cell layer covering the heart. While the importance of this cell layer during heart development has been studied in detail, its significance in the pathobiology of the adult heart is just beginning to be studied. Two major roles of epicardium have been reported: contribution of intramyocardial cells and production of paracrine factors [1, 2] [3, 4] , although this conclusion remains controversial [5] . The epicardium thus produces multiple cell lineages integral to the developing myocardium. In addition, epicardium is a signalling hub, as multiple bidirectional signals exchanged between epicardium and myocardium have been shown to be pivotal for normal development of the heart and the coronary vasculature [6] [7] [8] [9] .
In the normal adult heart, the epicardium does not actively undergo EMT. However, adult heart injury in the form of myocardial infarction (MI) partially reactivates foetal epicardial properties [10] . After MI, a subset of foetal epicardial genes are reactivated, and epicardial cells proliferate and undergo a partial EMT to form a thickened layer of mesenchymal cells that are active in myocardial protection [11] . These mesenchymal cells express markers of myofibroblast, fibroblast and smooth muscle lineages. Interestingly, recent work showed that priming with thymosin ␤ 4 prior to MI expanded the fate of epicardial derivatives to include cardiomyocytes [12] .
To (Fig. 1B) . In contrast, tamoxifen pre-treated MI hearts exhibited robust green fluorescence (Fig. 2) . This image uses endogenous mGFP fluorescence to map the epicardial response to MI across the whole heart ( Fig. 2A-D (Fig. 2E and F 
